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DEXTROSTAT®
Dextroamphetamine

Sulfate @
Tablets, USP Rx only

WARNING

AMPHETAMINES HAVE A
HIGH POTENTIAL FOR
ABUSE. ADMINISTRATION
OF AMPHETAMINES FOR
PROLONGED PERIOOS OF
TIME MAY LEAD TO DRUG
DEPENDENCE AND MUST
BE AVCIDED. PARTICULAR
ATTENTION SHOULD BE
PAID TO THE POSSIBILITY
OF SUBJECTS OBTAINING
AMPHETAMINES FOR NON-
THERAPEUTIC USE OR
DISTRIBUTION TO OTH-
ERS, AND THE DRUGS
SHOULD BE PRESCRISED
OR DISPENSED SPAR.
INGLY.

DESCRIPTION

DextroStat? (dextroamphetamine
sulfate] is the dextro isomer of the
compound d,-amphetamine sul-
fate, a sympathomimelic amine
of the amphetaming group.
Chemically., dextraamphetaming is
d-alpha-methylphenethylaming,
and is peesent in all lorms ol
DextroStat® as the neutral sullale,
It has a chemical lormula of
{CsH13N)2-H2S04 and a molecular
weight of 368.50.

Structural Formula:

CHzCl:HNHz «H2504
CH3
2

Each tablet, for oral adminisira-
ton, contains dexlroamphetaming
sullate USP, 5 mg or 10 mg. Each
1ablet also contains the Jollowing
inactive ingredients: acada, corn
starch, Jactose monohydrate, mag-
p2sivm stearale, suerese. 10 mg
1ablet contains sodium slarch gly-
colate. 5 mg and 10 mg tablets
contan FDAC Yellow #5 (tar-
vazne).

CUINICAL

PHARMACOLOGY
Amphetamines ate non-cale-
cholamine,  sympathomimelic
arings with CNS stimulant activity.
Penpheral aclions include eleva-
tieas of systolic and diastolic blood
pressutes and weak bloncho?ilator
and respiralory stimulant action.

There is neither specific evidence
which clearly establishes the
mechanism whereby amphata-
mines praduce mental and behav-
ieal effects in children, nor conclu-
srve evidence regarding how these
eltects relata to the condition of the

ceatral nervous system.

Pharmacokinetics

The single ingestion of two § mg
tablets by healthy voluntears peo-
duced an average peak dexiroam-
phetamine  blood level of
29.2 ngfeml at 2 hours post-admin-
istration. The average half-fife was
10.25 hours. The average urinary -
recovery was 45% in 48 hours.
INDICATIONS AND USAGE
Dextroamphetamine sullate tablets
are indicated:

1. 1n Narcolepsy.

2.In Attention Deficit Disorder
with Hyperactivity, as an inte-
gral part of a total treatment pro-
gram which typically includes
other remedial measures (psy-
chological, educational, scdial)
for a stabilizing efect in pedi-
atric patients {ages 3 lo 15
yeas) with a behavioral syn-
drome charactarized by the lol-
lowing group of developmantally
inappropriate symptoms: moder-
ale to severe distractibility. shent
altention span, hyperactivity,
emotional lability. and impulsiv-
ity. The diagnosis of this syn-
drome should not be made with
finality when these symploms
arz only of comparatively recent
origin. Nonfocalizing (soft) neu-
rological signs, learning disabil-
ity. and abrormal EEG may of
may not be presant, and a diag-
nosis of ceniral narvous system
dystunction may or may nat be
warranted.

CONTRAINDICATIONS
Advanced areriosclerosis, Symp-
tomatic cardiovascular disease,
moderate lo severe hypenension,
hyparinyroidism, known hypersen-
sitivity of idosyncrasy 1o the sym-
pathomimalc amings, glaucoma.
Agitated stales.

Pauens wih a histery of drug
abuse

During o within 14 days follawing
the admnistration of monoamine
oxidase iehibitors (hypenensive
cnses may resull).




PRECAUTIONS

General: Caution is to be exer-
aised in prescnbing amphelamines
lor patients with even mild hyper-
lension

The least amount feasible should
be prescribed or dispensed al one
tme i order to minimize the possi-
bility of overdosage.

These products contain FDAC
Yeilow No. § {tarazing), which

may cause allergic-type reactions -

{including bronchial asthemay) in car-
ain susceplible  individuals.
Although the overall incidence of
hypessensiiity in the general pop-
ulatien 1s low, it is [requently seen
in patients who also have aspirin
hyperseasitivity.

Information  for  Patients:
Amphetamines may impair the
abiity of the patient to engage in
potentially hazardous activities
such as ogerating machinery or
vetucles. the patient should there-
fora ba cagtioned accordingly.
Drug Interactions

Acidibping ageats - Gastrointestinal
acidiying agents {guanethidine,
reserping, glutamic acid HCH,
ascoric acid, fruit juices, elc)
lower atsarplion of amphetamines.
Unnary acidifying agents {ammo-
nium chlonde. sodium acid phos-
phate, elc ) increase the concentra-
ton af the icnized species of the
amghatamine molecule, thereby
inceeasing unnary excretion. Both
grouss of agents lawer blood levels
and efficacy of amphetamines.
Adrerargic  blockers-Adrenergic
blockers are inhibited by ampheta-
mines

Alkalimzing ageats-Gastrointestinal
alkalinizing agents {sodium bicar
tonale, elc) increase absorption
of amphetanines. Urinary alkalin-
izing agents (acetazalamide, some
thiazides) increase the concentra-
tion of the non-ionized species of
the amphelamine  molecule,
thereby decreasing urinary excre-
tion. Both groups of agents
increase blcod levels and therelore
potentiate the actions of ampheta-
mines. .
Antidepressants, tricyclic-Amphet-
amines may enhance the activity of
ticyclic or  sympathomimetic
agents; d-amphetamine  with
desipramine or prolriptyline and
possibly other tricyclics cause
striking and sustained increases in
the concentration of d-ampheta-
mine in the brain; cardiovascular
effects can te potentiated.

MAQ inhibitors-MAOI anlidepres.
sants, as well as a melabolite of
lurazolidone, slow amphetamine
metabolism. This slowing potenti-
ales amphelamines, increasing
their effect on the release of norep-
inephrine and other monoamines
from adrenergic nerve endings;
this can cause headaches and
other signs of hypertensive crisis.
A variety of neurological taxic
effects and malignant hyperpyrexia
can occur, sometimes with latal
results.
Antihistamines-Amphetamines
may counleract the sedative effect
ol antihistamines
Anlihypertensives-Amphel-
amines may anlagonize the
hypotensive eflects of antihyper-
tensives.
Chlorpromazina~Chlorpromazine
blocks dopamir2 and norepineph-
rine reuplake, thus inhibiting the
ceniral stimulant effects of amghet-
amines, and can be used to treat
amphetamine poisoning.
Ethosuximide-Amphatamines may
delay inteslinal 25sorplion of etho-
suximide.
Haloperidoi-Haleperidol  blocks
dopamine ard norepinephrine
reuplake, thus ichititing the central
stimulant effects ¢f amphetamines.
Lithium carbonate-The stimulatory
eftects of amghetamines may be
ntubited by hthiwm carbonate.
Mependine-Amphetamines poten-
hale the analgesic efiect ol meperi-
dine.
Metnenamine  therapy~Urinary
excretion of amphelamines is
increased, and elbcacy is recuced,
by acidifying agenis used in
methenamine Iherapy
Norepinephrine-Amphetamines
enhance the adrznargic effect of
norepinephtine.
Phenobarbilal-Amphetamines
may delay inlestinal abscrption of
phenabarbilal. co-administration ol
phenobarbital may produce a syn-
ergislic anticonvulsant action.
Phenytoin-Amghetamines  may
delay intestinal abserplion of
phenytoin; co-2dministration ol
phenyloin may preduce a synergis-
tic articonvulsant acien.
Propoxyphene-In cases of pro-
poxyphene overdesage, ampheta.
mine CNS shmulaten is potentiated
and fatal convulsicns can occur.
Veratrum alkalcics-Amghetamines
inhibit the hygotensive effect of
veratrum alkaloids.

Drugflaboratory Test
Interactions

Amphetaminzs can cause a sig-
nificant el2vation in plasma cor-
licostercid levels. This increase
is greatest in the evening.

Amphetamines may interfere
with unnary steroid determina.
tions

Carcinogenesis/Mutagenesis:
Mutagenicity studies and long-term
studies in animals to detarmine the
carcinagems  potential of
DextroSta:® (Cexroamphetamine
sullate) have nel teen peddormed.,

Pregnancy-Teratogenic Effects:
Pregnancy Category C. Dextro-
amphelamin2 has been shown 1o
have embrycloxic and teratogenic
elfects when administered to AlJax
mice and C578L mics in doses
approximately 41 times the maxi-
mum human dose. Embryotoxic
effects were nol seen in New
Zealand whitz rabbils given the
drug in doszs 7 limes the human
dose nor in rais given 12.5 limes
the maximum human dose. VWhile:
there are no adequate and well
controlled  studies in pregnant
women, thera has been one report
of severe ccngenital bony defor-
mity, lrachecesophageal fistula, and
anal atresia (Vaier association) in a
baby born to @ woman who took
dextroampheiamine sullate with
lovastatin during the first trimester
of pregnancy. Dextroamphetamine
should te used during pregnancy
only il the peiential benefit justifies
the potential risk to the fetus.
Nonteratogenic Effects: Infants
born to mothers dependent on
amphetamines have an increased
fisk of premature delivery and low
bith weight Also, these infants
may experieace symptoms of with-
drawal as demonstrated by dys-
photia, including agitation, and sig-
nificant lassitude.
Nursing Mothers: Amphetamines
are excreted in human milk.
Mothers taking amphetamines
should be advised o telrain from
aursing.
Pediatric Use: Long-term effects
of amphelamines in pediatric
patients have not been well estab-
lished.

Amphetamings are nol recom-
mended for use in ‘pediatric
patients under 3 years of age with
Altention Ceficit Disorder with
Hyperactivity described under
INDICATIONS AND USAGE.




Clinical experience suggesls that
in psychotic pediatric patients,
administration of amphetamines
may exacerbale symploms of
behavior disturbance and thought
disoeder.

Amphetamines have been reparted
to exacerbate motor and phonic
tics and Tourelle’s Syndrome.
Therefore, clinical evaluation for
lics and Toutetie’s syndrome in
pediatric patients and their families
should precede use of stimulant
medicalions.

Data are inadequate to determine
whether chronic administration of
amphetamines may be associated
wilh growth inhiiton; tharalora,
grawth should be monilored during
treatment.

Diug treatment is not indicated in
all cases of Auention Deficit
Disorder with Hyperactivity and
should be considered only in light
of the comglete histary and evalua-
tion of the pediavric patient. The
decision to prescribe ampheta-
mines should depend on the physi-
Cian's assessmeat of the chronicity
and severily of the pediatric
palient's symploms and their
appropriateness for histher age.

Prescription should not depend
" salely on the presence ol one of

more ol the behavioral characteris:
tics.

Vhen these symptoms are associ-
ated with acute slress reaclions,
teatment with amphetamines is
usually not indicated.

ADVERSE REACTIONS
Cardiovascular:  Palpitations,
tachycardia, elevation of blood
pressure. There have beea iso-
lated reports o! cardiomyopathy
associated with chronic ampheta-
mine use.

Central Nesvous System:
Psychotic episodes at recom-
mended doses (rare), overstimula-
tion, resllessness, dizziness,
insomnia, euphoria, dyskinesia,
dysphoria, tremor, headache,
exacerbation ol moter and phonic
tics and Tourette's syndrome.

Gaslrointestinal: Dryness of the
mouth, unpleasant tasle, diarthea,
constipation, other gastrointestinal
disturbances. Anorexia and weight
loss may occur as undesirable
elfects.

Allergic: Urticaria.

Endocrine: Impatence, changes in
fibido.

DRUG ABUSE AND
DEPENDENCE )
Dextroamphetamine sullale lablets
are 'a Schedule I controlied sub-
stance.

Amphetamines have been exten-
sively abused. Tolerance, extreme
psychological dependence and
severe sacial disability have
occurred. There are reports of
patients who have increased the
dosage to many times that recom-
menced. Abrupt cessalion lollow-
ing prolanged high dosage admin-
istralion results in extreme latigue
and mental depression; changes
are also noled on the sleep EEG.

Manifestations ol chronic intoxica-
ton with amphetamines include
severe  dermatoses, marked
insomaia, irritabifity, hyperactivity
and parsonality changes. The most
severe manifesiation of chronic
intoxication is psychosis, often
clinically indistinguishable from
schizophrenia. This is rare with
oral amphetamunes

OVERDOSAGE

Indradual palienl response 10
amghetamines varies widely. Yrhile
loxic symploms occasionally occur
as anidiosyncrasy at doses as low
as 2 mg, they are fare with doses
of less than 15 mg: 30 mg can pro-
duce severe reactions, yet doses
of 4C0 to 500 mg are not Aecessar-
ily tatal.

In rats, the oral LD of dexiroam-
phetamine sulfate is 96.8 mg/kg.

Manifestations ol acute over-
dosage  with  amphetamines
include restlessness, lremor,
hyperreflexia,  rhabdomyolysis,
rapid respiration, hyperpyrexia,
confysion, assaulbveness, hallug-
natcns, panic states.

Fatigue and depression usually lol-
low the central stimutation.

Cardiovascular elects include
anthythmias,  hypertension  or
hypotension and circulalery col-
lapse. Gastrointestinal symploms
include nausea, vomiting. diarthea
and abdominal cramps. Fata pei-
soning is usually preceded by con-
vulsions and coma.

TREATMENT-Consull with a
Certifiad Poison Control Canter
lor up-lo-date guidance and
advice. Managemaeni ol acule
amphetamine intoxication is largely
symptomatic and includes gastric
lavage, adminisration ¢l aclivated
charcoal, administration of a
cathartic, and sedation, Experience
with hemodialysis or peritoneal
dialysis is inadequate 1o permil
recommendalion in this regard.
Acidification of the uring increases
amphetamine excretion, but is
believed 1o increase risk of acute
renal failure it myoglodinuriais pre-
sent !l acute, severe hypertension
complicates amphetamine ovet-
dosage, administralion of intra-
vencus phenlolamine has been
suggested. However, a gradual
drop in bload pressure will usually
result when sulficient sedation has
been achieved.

DOSAGE AND ADMINISTRATION
Amphetamines shou'd be adminis-
teted at the lowest effective
dosage and dosage should be indi-
vidually adjusted. Late evening
doses should be aveided because
of the resulting insomnia
Marcolepsy: Usual doss S lo
§0 mg per day in divided doses,
depending on the individual patient
tesponse

Narcolepsy seldom occurs in pedi-
atnc patients under 12 years ol
age. however, when it does,
DextroStats (dextroamphelaming
sulfate) may be used. The sug-
gesled initial dose lor patients
aged 6 10 12 is 5 mg daily, daily
dose may be raised in increments
ol § mg at weekly intervals until
opumal r2spanse is obtained. In
patients 12 years ol age and older,
start with 10 mg daily; daily
dosage may be raised in incre-
ments of 10 mg al weekly inlervals
until optimal response is obtained.
If bothersome adverse reactions
appear {eg.. insomnia of
anorexia). dosage should be
reduced. Give first dose on awak-
ening; additonal doses {1 o 2) al
intervals of 4 ta 6 hours.
Attention Deficit Disorder with
Hyperactivity: Nat recommended
for pediatnic patients under 3 years
ol 3ge.

In pediatric patients from 3 %0 5
years of age, start with 2.5 mg
daily; daily dosage may be raised
in inczements of 2.5 mq at weekly
ntecvals untd optimal response is
obtained

In pediatric patients 6 years of
age and older, stadt with § mg
once of twice daily; daily dosage
may be taised in increments of 5
mg at weekiy intervals until optimal
response is obtained. Only in rare
cases will it be necessary 1o
exceed 2 tclal of 40 mg per day.
Give first dose on awakening; addi
Bonal deses {3 or 2) at intervals of
410 6 hours,

Where' possidle, drug administra-

tion should be interrupted occa-

sionally to determine if there is a

recurrence of behavioral symp-

toms sullicient to requite continued
therapy.

HOW SUPPLIED

DextroStat3, (dextroampheta-

mine sulfate) Tablets are avail-

able as follows:

5 mg Yellow, Round, Scored Tablet

debossed *RP° on one side and

“51° on the other side.

NOC #.  58521-451.01 for 100s
58521-451-05 for 500s
58521-451-10 lor 1000s

10 mg Yellow, Round, Double-

Scored Tatlet debossed *RP” en

one side and °52° on the other

side.

NDC #: 58521-452-01 loc 100s
58521-452.05 for 500s

Dispense in & tight container as

defined in the USP. Store at con-

Yrolled rcom temperature 15% 30°C

{59°-85°F).

DEA Orcer Form Required.

Shire Richwoad Inc.
Florence, KY 41042
1-800-535-7878

MG #3245 Revised. 8/38




